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These parameters (dosing 
intervals, dosing duration, drug 
quantity. . .) are actually not inputed by 
the user. The computer generates the 
protocol space by itself. 
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METHODOLOGY (2) 



Attempting to optimize some instance of 
a chemotherapy problem with a given 
set of solutions... 



Powerful search 
algorithms (SA, TA, 
OB A) serve for finding 
an optimal protocol: the 
highest fitness- 
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Each solution is based 
on a scenario of 
interest (PK, PD, cell 
lamics...) 
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Simulations showing that if the protocol js pre-calculated then a similar or a 
higher efficacy can be obtained using 4-fold reduced total dose of TPO. 



TPO use in healthy donors: 
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Fig. 8: TPO given to healthy donors- Results of TPO clinical trials from recent research on healthy platelet donors, as 
compared to our computer simulation results. Arrows indicate the start of TPO treatment. (A) Comparison of experimental 
data from published articles 1 (black) and our model simulation (green), in both TPO was given as a single IV dose of 1.2 
Hg/kg on day 0. (B) Comparison of the same experimental data (black) and our proposed TPO administration protocol; the 
total dose in the simulated protocol was 0.3 |ig/kg (blue). 



TPO use in patients receiving chemotherapy: 




15 20 25 30 




A 

^ .••() (ag/kg 
f •••1.2 |.ig/kg 

•••0.3 jig/kg 



10 15 20 25 30 

B 



Fig. 9: TPO with chemotherapy- (A) Results of clinical trials from recent research on thrombocytopenia induced in patients 
receiving single carboplatin chemotherapy 2 on day 0 (black), as compared to our model simulation of these results (green). 
(B) The same experimental data (black); simulations of the same experiment, with addition of "conventional" TPO protocol 
of a single IV dose of 1.2 Hg/kg on day 0 (olive); simulations of the same experiment under our proposed protocol that totals 
0.3 ug/kg (blue). 
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